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DETAILED ACTION 
Claim Rejections - 35 USC §112 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

Claims 1-7, and 9-16 are rejected under 35 U.S.C. 112, first paragraph, because 
the specification, while being enabling for C r Ci 8 ester of niacin, does not reasonably 
provide enablement for other derivatives of vasodilator compound. The specification 
does not enable any person skilled in the art to which it pertains, or with which it is most 
nearly connected, to use the invention commensurate in scope with these claims. 

In the instant case, the specification fails to provide information that would allow 
the skilled artisan to practice the instant invention without undue experimentation. 
Attention is directed to In re Wands, 8 USPQ2d 1400 (CAFC 1988) at 1404 where the 
court set forth the eight factors to consider when assessing if a disclosure would have 
required undue experimentation. Citing Ex parte Forman, 230 USPQ 546 (BdApIs 
1986) at 547 the court recited eight factors: 

1 ) the quantity of experimentation necessary, 

2) the amount of direction or guidance provided, 

3) the presence of absence of working examples, 

4) the nature of the invention, 

5) the state of the prior art, 

6) the relative skill of those in the art 
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7) the predictability of the art, and 

8) the breadth of the claims. 

Applicant fails to set forth the criteria that defines " derivative of a vasodilator 
compound". Additionally, Applicant fails to provide information allowing the skilled 
artisan to ascertain these compounds without undue experimentation. In the instant 
case, only a limited number of " derivative of a vasodilator compound" examples are set 
forth, thereby failing to provide sufficient working examples. It is noted that these 
examples are neither exhaustive, nor define the class of compounds required. The 
pharmaceutical art is unpredictable, requiring each embodiment to be individually 
assessed for physiological activity. The instant claims read on all " derivative of a 
vasodilator compound", necessitating an exhaustive search for the embodiments 
suitable to practice the claimed invention. Applicants fail to provide information 
sufficient to practice the claimed invention, absent undue experimentation. 

The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

Claims 1-7, and 9-16 are rejected under 35 U.S.C. 112, second paragraph, as 
being indefinite for failing to particularly point out and distinctly claim the subject matter 
which applicant regards as the invention. 

The expression " derivative of a vasodilator compound" in claim 1 , line 2 renders 
the claims indefinite as to the compounds encompassed thereby. 
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The term "log P" in claim 1 renders the claims indefinite because it is unclear 
what the term "log P" refers to. Is it the log value of the partition coefficient between 
water and octanol or is it the log value of the partition coefficient between water and 
other organic solvent? 

The expression " about 1 to about 12 carbon atoms in an alkyl chain" in claim 5 
renders the claim indefinite as to the number of the carbon in the compounds. The 
number of carbon in an alkyl chain can be whole number only. Therefore it is unclear 
what compounds are encompassed by the claims. 

The expression " about 6 to about 1 2 carbon atoms in an alkyl chain" in claims 6 
and 9 renders the claim indefinite as to the number of the carbon in the compounds. 
The number of carbon in an alkyl chain can be whole number only. Therefore it is 
unclear what compounds are encompassed by the claims. 

The expression " about 8 to about 10 carbon atoms in an alkyl chain" in claims 7 
and 10 renders the claim indefinite as to the number of the carbon in the compounds. 
The number of carbon in an alkyl chain can be whole number only. Therefore it is 
unclear what compounds are encompassed by the claims. 

Claim 16 recites the limitation "said ester" in line 1. There is insufficient 
antecedent basis for this limitation in the claim. 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 
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(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

Claims 1,3-5, 11-16 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Rine (US Patent 5,738,879) in view of Le et al. (International Journal of 
Pharmaceutics, 1998; 163: 11-22) and Otsuka etal. (US Patent 5,151,271). 

Rine teaches a method of hair treatment by applying a shampoo composition 
comprising a vasodilator ethyl nicotinate, a C 2 ester of niacin, in the weight percentage 
of 0.10-0.50% (See particularly the abstract, col. 1 , line 29-30). 

Rine does not expressly teach the ethyl nicotinate having a log P value below 
6.0. Rine does not expressly teaches the composition comprising butyl benzoate. 

Le et al. teaches the P value of ethyl niacin is 20.8. Therefore the Log P is equal 
to 1.32 (See page 15, Table 1). 

Otsuka et al. teaches that butyl benzoate is useful as an adjuvant agent that 
indirectly promotes percutaneous absorption of the active in percutaneous application 
(See particularly col. 4, line 45-57). 

It would have been obvious to one skill in the art when the invention was made to 
incorporate butyl benzoate into the method of Rine. 

One of ordinary skill in the art would have motivated to incorporate butyl 
benzoate into the method of Rine because butyl benzoate is known to be useful as an 
adjuvant agent that indirectly promotes percutaneous absorption of the active agent. 
Therefore, incorporate butyl benzoate into the Rine composition would have been 
reasonably expected to increase the absorption of ethyl niacin and thereby increase the 
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hair treatment of Rine. The vasodilatation effect and thereby increasing the delivery of 
oxygen to tissue is inherent in the method of Rine. 

Claims 1-16 are rejected under 35 U.S.C. 103(a) as being unpatentable over Abe 
et al. (US Patent 4,847,260) in view of Otsuka et al. (US Patent 5,1 51 ,271 ). 

Abe et al. teaches a method of percutaneous delivery of an active by employing 
a composition comprises niacin esters including niacin octyl ester to increase the drug 
absorption (See particularly the abstract, col. 1 , line 65 - 68, col. 3, line 28-29). Abe et 
al. also teaches that the niacin ester composition may be formulated into lotion (See 
particularly col. 6, line 14). Abe et al. teaches the weight percentage of nicotinic ester in 
the composition to be 0.5 to 70% (See col. 4, line 61). 

Abe et al. does not expressly teach the percutaneous composition employed in 
the method contains butyl benzoate. Abe et al. does not expresslyt each the weight 
percentage of the derivative of the vasodilator to be 0.05 to 5% or 0.1 to 1 .0%. 

Otsuka et al. teaches that butyl benzoate is useful as an adjuvant agent that 
indirectly promotes percutaneous absorption of the active in percutaneous application 
(See particularly col. 4, line 45-57). 

It would have been obvious to one skill in the art when the invention was made to 
incorporate butyl benzoate into the percutaneous delivery method of Abe et al. 

One of ordinary skill in the art would have motivated to incorporate butyl 
benzoate into the percutaneous delivery method of Abe et al. because butyl benzoate is 
known to be useful as an adjuvant agent that indirectly promotes percutaneous 
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absorption of the active agent. Combining two or more agents which are known to be 
useful to increase the absorption of active individually into a single composition useful 
for the very same purpose is prima facie obvious. See In re Kerkhoven 205 USPQ 
1069. Furthermore, the optimization of result effect parameters (e.g., weight 
percentage) is obvious as being within the skill of the artisan. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to San-ming Hui whose telephone number is (703) 305- 
1002. The examiner can normally be reached on Mon 9:00 to 1 :00, Tu - Fri from 9:00 to 
6:00. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Minna Moezie, J.D., can be reached on (703) 308-4612. The fax phone 
numbers for the organization where this application or proceeding is assigned are (703) 
308-4556 for regular communications and (703) 308-4556 for After Final 
communications. 

Any inquiry of a general nature or relating to the status of this application or 
proceeding should be directed to the receptionist whose telephone number is (703) 308- 
1235. 



San-ming Hui 
December 28, 2001 




